CASE REPORT

Enhancing Patient Choice: Using Self-administered
Intranasal Naloxone for Novel Rapid
Buprenorphine Initiation

Adam Randall, DNP FNP-C, llana Hull, MD, MSc, and Stephen A. Martin, MD, EdM, FASAM, FAAFP

Buprenorphine-naloxone (BUP-NX) is a lifesaving treatment for opioid
use disorder. The increasing use of illicitly manufactured fentanyl, how-
ever, has made initiating BUP-NX more likely to precipitate withdrawal—an
experience that deters treatment and causes return to use. If BUP-NX cannot
be successfully started, it cannot work. We describe the case of a patient who
was able to transition to a therapeutic dose of BUP-NX less than 3
hours after his last illicitly manufactured fentanyl use by choosing to
self-administer intranasal naloxone. After the naloxone, the transition
took 31 minutes, including 14 minutes of expected moderately severe
withdrawal. He remains in care with BUP-NX and would recommend
this transition approach to others.
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BACKGROUND

ore than 100,000 overdose deaths were reported in 2021,

largely driven by illicitly manufactured fentanyl (IMF).!
Buprenorphine-naloxone (BUP-NX) is a first-line treatment for
opioid use disorder (OUD) and, like methadone, reduces morbidity
and mortality while increasing retention in care.” Unfortunately,
initiating BUP-NX has become more complicated as IMF has
largely replaced heroin in the US drug supply.

Buprenorphine, an opioid partial agonist, has high affinity
and low intrinsic activation at the p-opioid receptor. Because of
these properties, buprenorphine can cause precipitated withdrawal
if taken too soon or at a wrong dose after full agonist opioid.>
Unfortunately, this precipitation risk increases with regular

From the Boulder Care, Portland, OR (AR, IH, SAM); University of Pittsburgh
School of Medicine Medical Center, Pittsburgh, PA (IH); UMass Chan
Medical School, Worcester, MA (SAM).

Received for publication May 16, 2022; accepted August 5, 2022.

Supported by Boulder Care.

AR, IH, and SAM are employees of Boulder Care.

Send correspondence to Stephen A. Martin, MD, EdM, FASAM, FAAFP,
Boulder Care, 111 SW Naito Pkwy, Ste. 200, Portland, OR 97204.

E-mail: stephen.martin@boulder.care.

Copyright © 2022 The Author(s). Published by Wolters Kluwer Health, Inc. on behalf
of the American Society of Addiction Medicine. This is an open access article dis-
tributed under the terms of the Creative Commons Attribution-Non Commercial-
No Derivatives License 4.0 (CCBY-NC-ND), where it is permissible to download
and share the work provided it is properly cited. The work cannot be changed in
any way or used commercially without permission from the journal.

ISSN: 1932-0620/23/1702-0237

DOI: 10.1097/ADM.0000000000001073

J Addict Med e Volume 17, Number 2, March/April 2023

fentanyl use—likely because of fentanyl's lipophilicity, which
leads to a large volume of distribution and slow dissipation when
used chronically. Patients have significant concerns about the se-
verity of withdrawal needed to start buprenorphine as well as the
risk of precipitated withdrawal; the possibility of a negative expe-
rience understandably fosters hesitance to begin treatment.*

Newer methods for BUP-NX initiation have been reported—
generally categorized as very low- (or “microdosing”), low-,
standard-, and high-dose (or “macrodose”) protocols—each with
potential benefits and risks (Table 1).”'® Less common methods
use transdermal, buccal sublingual, and intravenous buprenorphine
formulations not readily available for this outpatient purpose.” Ad-
ditional effective, expedited approaches would empower patients,
providing more choices regarding when and how quickly they
can fully transition to lifesaving treatment.

We present a novel approach for rapid outpatient BUP-NX
initiation where a patient chose self-administration of intranasal
naloxone to induce withdrawal, followed shortly by 24-6 mg
BUP-NX. The patient provided written informed consent for
publication, including review of the article.

CASE REPORT

A 33-year-old man with 2 years of daily fentanyl use pre-
sented to our telehealth addiction medicine program. His daily
use averaged 2, ranging up to 20, pressed fentanyl tablets, which
he crushed and inhaled. He occasionally used cannabis but de-
nied other substance use and any chronic medical or psychiatric
conditions. His past OUD treatment included extended-release
naltrexone injection for 1 month on 2 separate occasions. He
had not yet tried BUP-NX or methadone treatment.

His goal was abstinence from IMF. He met the criteria for
severe OUD and wanted to initiate BUP-NX maintenance treat-
ment. Options for BUP-NX initiation were discussed in detail—
including very low dose, low dose, and standard dose—as well
as a rapid initiation based on prehospital protocols.'' He opted
for the rapid protocol, with his informed decision guided by
preferences to stop IMF use immediately, start BUP-NX as soon
as possible, and avoid protracted withdrawal.

His visit for BUP-NX initiation was performed via tele-
health, with the patient and his wife at home and the clinician
at a remote site. The patient preferred a clinician being present
“just in case.” The patient's last use of 2 pressed fentanyl tablets
was 2 hours before the appointment (Table 2). A Clinical Opioid
Withdrawal Scale (COWS) was used, and he scored 0 at the start
of the appointment.? He empirically took 0.2 mg of oral clonidine
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Naloxone for Rapid Outpatient BUP-NX Initiation

of an initiation medication (intranasal naloxone in case study,
sublingual BUP-NX in other methods) until reaching a therapeu-
tic dose of BUP-NX: the initiation phase. Time since last use plus
the initiation phase represent the total time needed, which we re-
fer to as the fransition period. There are likely more fluent ways
of describing these durations. The utility of this model is how it
reveals the need for strategies to shorten either (or both) of the
2 periods to expedite a safe transition to BUP-NX.

This case builds on EMS experience starting buprenorphine
directly after naloxone reversal of opioid overdose.'' There is also
an emergency department report of a patient choosing intravenous
naloxone, followed by initiation of sublingual buprenorphine, to
begin treatment while monitored.'? Although our case differs in
anumber of key ways, these reports support further study of volun-
tary naloxone use to expedite BUP-NX initiation. Our case also
lends support for a higher first dose of BUP-NX when patients
are transitioning from fentanyl. As with other approaches, rapid
initiation has risks, but none that compare with ongoing use of
lethal opioids.

Standard buprenorphine initiations require patients to wait
after their last full agonist use and experience significant with-
drawal symptoms. Very low-dose buprenorphine transitions inten-
tionally minimize withdrawal, but patients usually continue illicit
opioid use while gradually increasing their daily buprenorphine
dose over several days to weeks; a recent review found this transi-
tion to take a median of 8 days (range, 3-120 days).” Although
very low-dose and low-dose transitions aim to avoid precipitated
withdrawal, it can still occur.” High-dose (defined as total dosing
up to 32 mg) initiation has been done in emergency departments,
but these protocols also require patients to wait at least 12 hours
since their last use before taking a first buprenorphine dose.” Out-
patient use of the high-dose method has not yet been described.

Case reports are limited in extrapolating from a single
patient's experience, even as they identify potential practice im-
provements.'? Our report has additional limitations. The method
we describe, including its predictable withdrawal, will not appeal
to everyone. Because current transition methods each have vir-
tues and drawbacks, shared decision making among available op-
tions is likely the most appropriate framework for patients.'* An-
other limitation concerns the optimal dose of buprenorphine. We
used a 24-mg dose to occupy the most p-opioid receptors possi-
ble after naloxone's rapid displacement of full agonist, but this
was an empiric choice.

Naloxone is not indicated for nonoverdose use, which may
present a clinical obstacle. Other pharmaceuticals commonly pre-
scribed in addiction medicine, however, are also not approved as
used and are unlikely to be submitted for a new indication.'® The
overriding clinical decision making depends on relative risk and
benefit. In the case of OUD, ongoing use is associated with mor-
bidity and mortality. Successful, safe conversion to buprenor-
phine is paramount for many people's survival and, as in our case
report, can be facilitated by naloxone. Further investigations could
examine efficacy with full agonists other than fentanyl, a lower
dose of naloxone to minimize withdrawal, and the utility of medi-
cations to mitigate symptoms.

The described approach has potential for home or outpa-
tient settings. It allows flexible timing as to a person's last use
of fentanyl, provides more autonomy in starting BUP-NX, makes
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use of intranasal naloxone availability, and better aligns with the
short time when beginning treatment is especially salient—
paralleling “Quick Start” methods for contraception initiation.*'®
In addition, the expedited timeline may appeal to patients with
work, family, or other obligations. Depending on their preferences,
patients could make this transition on their own, with a peer recov-
ery specialist or other trusted person, or with a clinician. This spe-
cific case also demonstrates the utility of telehealth in supporting
patients during BUP-NX initiation.'”

In times of crisis—wounds in World Wars, burns in mass
casualties, and the HIV/AIDS epidemic—medical practice has had
to respond in seemingly unconventional ways to save lives.'s2°
People suffering from OUD are pleading for the same intrepid
focus to help them begin BUP-NX.® We welcome further study
—in a larger cohort of patients—of the unconventional but effec-
tive approach described in this case report.
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